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Title  21 — Food  and  Drugs 

CHAPTER  I — FOOD  AND  DRUG  ADMINIS¬ 
TRATION.  DEPARTMENT  OF  HEALTH, 
EOUCATTON.  AND  WELFARE 
SUBCHAPTER  C — DRUGS:  GENERAL 

[Docket  No.  7SN-0066] 

PART  210 — CURRENT  GOOD  MANUFAC¬ 
TURING  PRACTICES  IN  MANUFACTUR¬ 
ING.  PROCESSING.  PACKING.  OR  HOLD¬ 
ING  OF  DRUGS:  GENERAL 

PART  22&— CURRENT  GOOD  MANUFAC¬ 
TURING  PRACTICE  FOR  MEDICATED 
FEEDS 

Medicated  Feeds:  Current  Good 
Manufacturing  Practice 

The  Food  and  Drug  Administration 
(FDA)  Is  Issuing  revised  regulations  de¬ 
scribing  ciurent  good  manufacturing 
practice  and  technology  In  the  manu¬ 
facture  of  medicated  animal  feeds;  effec¬ 
tive  December  30,  1976. 

In  the  Federal  Register  of  August  8. 
1975  (40  FR  33554) ,  the  CTommlssloner  of 
Food  and  Drugs  proposed  that  the  regu- 
latlmis  describing  current  good  manu¬ 
facturing  practice  in  the  production  of 
medicated  animal  feeds  be  revised  to  re¬ 
flect  current  practice  and  technologry  In 
the  manufacture  of  medicated  feeds.  In¬ 
terested  persons  were  invited  to  submit 
comments  cm  the  proposed  amendments 
by  October  7, 1975.  In  response  to  several 
requests,  the  period  of  comment  was  ex¬ 
tended  to  Nov^ber  6,  1975  by  a  notice 
published  in  the  Federal  Register  of 
October  9, 1975  (40  FR  47516). 

One  hundred  and  one  responses  to  the 
August  8, 1975  proposal  were  received:  88 
frtHn  Industry  and  industry  associations, 
11  fitHn  State  regulatory  agencies,  and  2 
from  Interested  persons.  Twenty  nine  of 
the  cmnments  were  solely  endorsements 
of  another  comment.  Another  23  com¬ 
ments  were  also  endcn^ments  of  other 
comments  and  simply  repeated  the  parti¬ 
cular  sections  of  Interest  without  ad(Ung 
further  information  or  criticism.  The 
comments  ranged  from  almost  total  ac¬ 
ceptance  to  almost  total  rejectloa. 

Several  comments  concerned  the  proc¬ 
ess  by  which  the  regulations  were  devel¬ 
oped.  One  of  these  suggested  that  an  in- 
flaticm  impact  statement  was  necessary 
under  Executive  Order  11821.  The  Com¬ 
missioner  has  carefully  considered  the  in¬ 
flation  impact  of  the  proposed  regulation 
as  required  by  Executive  Order  11821, 
OldB  Circular  A-107,  and  the  Guidelines 
issued  by  the  Department  of  Health,  Edu¬ 
cation,  and  Welfare,  and  no  major  infla¬ 
tion  impact  has  been  found.  A  copy  of  the 
FDA  inflation  impact  assessment  is  on 
file  with  the  Hearing  Clerk,  Food  and 


which  reviewed  and  evaluated  the  exist¬ 
ing  FDA  programs  and  regulations  for 
medicated  feeds  and  recommended  re¬ 
vision  of  the  current  good  manufacturing 
practice  regulations,  should  have  in¬ 
cluded  a  mraiber  of  the  feed'  industry 
with  practical  experience  in  the  day-to- 
day  operations  of  a  feed  mill.  The  Com¬ 
missioner  ccmcludes  that  industry  has 


had  ample  and  equitable  opportunity  to 
provide  its  expertise  in  the  development 
of  flnal  regulaticms  through  the  rule 
making  procedures  followed  by  the 
agency  in  this  matter. 

Three  comments  suggested  that  the 
regulaticms  be  republished  for  conunent 
after  revision  in  light  of  the  comments 
received  in  response  to  the  August  8, 
1975  proposaL  The  Commissioner  con¬ 
cludes  that  such  republication  is  unnec¬ 
essary  because  of  the  signlflcant  partici¬ 
pation  by  industry  in  the  development  of 
the  flnal  regulations  as  set  forth  below. 

Other  comments  concerned  particular 
sections  of  the  regulations.  A  summary  of 
those  comments  and  the  Commissioner’s 
responses,  are  as  follows: 

la.  One  ccmunent  ctmsidered  the  defi¬ 
nition  of  “medicated  feed”  in  9  210.3(c) 

(1)  inadequate  and  imprecise. 

The  Commissioner  concludes  that  the 
definltiCHi  is  adequate  because  it  adopts 
the  provisions  of  section  201  (g)  and  (x) 
of  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (21  U.S.C.  321  (g)  and  (x) ) ,  and  the 
definition  is  being  retained. 

b.  A  number  of  comments  asserted  that 
the  definition  of  “medicated  premix”  in 
9  210.3(c)  (2)  was  too  broad  because  the 
definition  could  be  construed  to  include 
conventioiud  supplnnents  and  concen¬ 
trated  feeds. 

The  Commissioner  advises  that  the 
term  “medicated  premix"  is  intended  to 
cover  only  products  used  in  manufactur¬ 
ing  medicated  feed  and  is  not  intended 
to  cover  supplements  or  concentrates  as 
such  products  are  defined  in  9  558.3  (21 
CFR  558.3).  Paragraph  (c)(2)  is  being 
retained  as  proposed,  pending  a  com¬ 
plete  revision  of  the  terms  applied  to 
medicated  feed  products,  which  will  be 
the  subject  of  a  future  proposal. 

General  Provisions 

2a.  Cmnments  stated  that  section  501 
(a)(2)(B)  of  the  act  (21  n.ac.  351(a) 

(2)  (B) )  is  specific  in  relating  current 
good  manufacturing  practice  regulations 
to  the  safety,  identity  and  strength,  and 
the  quality  and  purity  characteristics  the 
product  is  represented  to  possess.  Hie 
comments  suggested  that  for  the  sake  (rf 
clarity,  mid  to  place  the  current  good 
manufacturing  practice  regulations  in 
the  proper  perspective,  9  225.1(a)  should 
either  be  deleted  or  revised  to  quote  sec¬ 
tion  501(a)  (2)  (B>  of  the  act  in  its 
entirety. 

The  Commissioner  agn:^s  with  these 
comments  and  is  revising  §  225.1(a)  to 
adopt  more  closely  the  language  of  sec¬ 
tion  501(a)  (2)  (B)  of  the  act. 


The  Commissioner  concludes  that  the 
term  “purity"  is  applicable  to  medicated 
feeds,  particularly  with  reference  to 
cross-contamination  by  drugs  not  in¬ 
tended  to  be  present  in  the  feed. 

c.  Two  comments  suggested  that  para¬ 
graph  (b)  on  applicability  of  the  regula¬ 
tions  places  imequal  emphasis  on  auto^ 
mated  equipment. 

The  Commissioner  agrees  that  it  is  not 
appropriate  to  emphasize  the  applica¬ 


bility  of  the  regulations  to  automated 
equtoihent;  the  regulations  ai^ly  equally 
to  firms  employing  autmnated  equip¬ 
ment  and  to  those  that  do  not.  Therefore, 
the  reference  to  automated  equipment  is 
being  deleted  from  the  regulation. 

d.  Comments  also  objected  to  the  pro¬ 
vision  that,  in  those  circumstances  in 
which  failure  to  adhere  to  the  regula- 
ti<ms  has  caused  nonmedicated  feed  to 
be  adulterated,  the  medicated  feed  pro¬ 
duced  within  tibe  facility  shall  be  deemed 
to  be  adulterated  within  the  meaning  of 
section  501(a)(2)(B)  of  the  act  (21 
U.S.C.  351(a)  (2)  (B) )  and  the  nonmedi¬ 
cated  feed  within  the  meaning  of  sec¬ 
tion  402(a)  (2)(D)  of  the  act  (21  U.S.C. 
342(a)(2)(D)). 

The  C(Hnmissioner  presumes  that 
these  comments  were  based  upon  the 
misunderstanding  that  a  violation  of 
section  501(a)(2)(B)  of  the  act  occurs 
cmly  when  the  drug  level  of  a  medicated 
feed  deviates  from  its  labeled  amoimt  or 
when  cross-contamination  is  present.  In 
fact,  regulations  governing  current  good 
manufacturing  practice  establish  criteria 
upon  the  basis  of  which  drugs  may  be 
deemed  to  be  adulterated  without  the 
r^uir^ent  of  establishing  by  substan¬ 
tial  evidence  that  each  drug  produced  in 
an  establishment  is,  in  fact,  adulterated. 
Hius,  where  a  nonmedicated  feed  pro¬ 
duced  in  the  same  facilities  as  a  medi¬ 
cated  feed  is  found  to  contain  imsafe 
drug  residues,  the  same  conditions  apply 
as  would  be  the  case  if  one  medicated 
feed  were  adulterated  drug  carry-over 
frmn  another  medicated  feed.  Section 
501(a)  (2)  (B)  of  the  act  does  not  require 
the  Commissioner  to  establish  that  each 
article  of  drug  or  medicated  feed  pro¬ 
duced  is  not  in  accord  with  the  other 
IMxnrisions  of  the  act  in  order  to  deter¬ 
mine  that  an  adulteration  has  occurred. 
This  section  clearly  states  that  articles 
Uiat  are  not  produced  in  accord  with  the 
regulations  that  set  forth  the  conditions 
of  current  good  manufacturing  piactice 
are  deemed  to  be  adulterated  under  the 
act,  and  the  Commissioner  concludes 
that  the  paragraph  shall  be  retained  (us 
proposed. 

3.  As  proposed,  §  225.10(b)  stated  that 
all  employees  involved  in  the  manufac¬ 
ture  of  medicated  feeds  shall  have  an 
understapding  of  the  manufacturing  or 
cmitnfl  operations  that  they  perform.  A 
number  of  comments  suggested  that  the 
thnse  “all  employees"  be  replaced  by 
the  phrase  “responsible  employees.” 

The  Commissioner  does  not  agree  with 
this  suggestion.  It  has  been  the  experi- 
^ce  of  FDA  that  all  personnel  in  a 
manufacturing  plant,  not  just  “respon¬ 
sible  personnel,"  may  have  an  adverse 
effect  on  the  finished  product.  For  exam¬ 
ple,  a  sweeper  may  place  sweepings  con¬ 
taining  drugs  in  a  bln  containing  non¬ 
medicated  or  medicated  feeds  not  in¬ 
tended  to  contain  the  same  drugs  as  in 
the  sweepings.  Everyone  in  a  medicated 
feed  manufacturing  facility  must  know 
his  responsibilities  and  how  to  perform 
his  job.  The  extent  of  training  required 
is,  of  course,  directly  related  to  the  na¬ 
ture  of  and  the  knowledge  and  skill  re¬ 
quired  for  the  duties  performed.  Satls- 
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f actoi7  training  InvolveB  training  to  tbe 
extent  necessary  to  achieve  competence 
in  tbe  wmrker  in  performing  his  assigned 
task.  However,  certain  types  of  opera¬ 
tions  carried  out  within  a  medicated  feed 
facility,  though  requiring  an  initial 
training  period,  may  not  require  an  (m- 
going  training  program  as  suggested  by 
the  phrase  “on-the-Job  training  pro¬ 
gram."  To  provide  for  this  kind  of  flexi¬ 
bility,  paragraph  (b)  (2)  is  being  deleted. 

Construction  and  Maintenance  or 
Facilities  and  Eouipment 

4a.  Several  comments  suggested  that 
in  S  225.20(a)  the  word  ‘"assure”  be  re¬ 
placed  with  the  word  “facilitates”  in  the 
sentence  that  speaks  of  the  features  of 
facilities  necessuy  to  “assure”  proper 
manufacture  of  medicated  feed  because 
a  building  by  itself  cannot  “assure” 
proper  manufacturing. 

The  Cmnmlssioner  concludes  that  the 
words  “to  assure”  should  be  replaced 
with  the  words  “for  the”  in  order  to 
convey  more  clearly  the  Intent  of  this 
section. 

b.  Two  comments  questioned  the  ap¬ 
propriateness  of  requiring  facilities  for 
powmal  hygiene  in  current  good  manu¬ 
facturing  practice  regulations. 

■me  Commissioner  concludes  that  fa¬ 
cilities  for  personal  hygiene  are  necessary 
in  any  type  of  food-  or  feed-manufactur¬ 
ing  <meration  and  that  the  reference  to 
such  facilities  shall  be  retained. 

c.  One  comment  suggested  that  the 
word  “minimize”  be  used  to  qualify  the 
phrase  “structural  cQnditltms  for  control 
and  preventicm  of  vermin  and  pest  in¬ 
festation.'' 

Because  the  procedures  used  to  “mini¬ 
mize”  vermin  and  pest  infestations  are 
included  in  the  other  sections  of  the  reg- 
ulatkm,  the  Commissioner  concludes  that 
it  is  mmecessary  to  incorporate  the  word 
into  this  paragraph. 

d.  Two  comments  suggested  that  in 
1 225.20<b)  the  word  “shall”  be  replaced 
with  the  word  “should”  in  describing  the 
requirements  tor  buildings  in  which 
medicated  feeds  are  manufactured. 

Ihe  Commissioner  concludes  that 
since  these  regulations  constitute  man- 
datOTy  minimum  requirements  necessary 
to  be  followed  in  the  manufacturing  of 
medicated  feed,  the  word  “(diall”  is  ap¬ 
propriate  and  is  retained. 

e.  Comments  asserted  that  the  sur- 
roimdings  of  a  building  cannot  always  be 
entirely  free  from  litter,  waste,  refuse, 
uncut  weeds  or  grass,  standing  water, 
and  improperly  stored  equipment,  as  is 
required  by  S  225.20(b)  (1).  They  sug¬ 
gested  that  the  phrase  be  modifled  by  the 
word  “reasonably.” 

The  Commissioner  advises  that  FDA 
regulations  are  always  to  be  administered 
“reascaiably,"  but  he  assents  to  the  in¬ 
clusion  of  the  word  “reasonably”  before 
the  word  “free”  to  indicate  more  pre¬ 
cisely  the  conditions  that  should  exist 
around  feed-manufacturing  faculties. 
However,  he  advises  that  insertimi  of 
“reasonably”  is  not  intended  to  indicate 
any  lessentaig  of  the  standard  of  the  reg¬ 
ulation  as  proposed. 


RUUS  AND  REGULATIONS 

f.  One  comment  suggested  that  lurtmer 
drainage  is  the  responsibility  ot  tbe 
municipality. 

The  Commissioner  concludes  that 
although  it  may  be  the  municipality’s 
responsibility  to  control  water  drainage, 
appropriate  measures  must  be  taken  by 
the  manufacturer  if  the  municipality 
fails  to  correct  a  drainage  problem.  For 
this  reason  the  requirement  for  adequate 
drainage  is  retained. 

g.  Comments  also  asserted  that  the 
surroundings  of  a  buUdlng,  for  which 
neatness  requirements  are  prescribed  in 
this  paragraph,  may  not  affect  feed 
quall^. 

The  Commissioner  does  not  agree.  The 
presence  of  litter,  waste,  refuse,  uncut 
weeds  or  grass,  standing  water,  and  im¬ 
properly  stored  equipment  provides  har¬ 
borage  for  rodents  and  other  pests; 
therefore,  the  CcMnmlssloner  concludes 
that  reference  to  conditions  existing 
around  a  buUding  shall  be  retained. 

h.  A  comment  suggested  that  in 
§  225.20(b)  (2)  the  word  “buUdlng’'  be 
replaced  with  the  word  “building  (s).” 

The  Cmnmissioner  agrees  and  this 
change  is  being  made  to  cover  multi- 
buUding  facilities. 

i.  Comments  stated  that  no  buUdlng  is 
entirely  free  of  cracks,  holes,  and  other 
structural  defects,  as  required  by  1 225.20 
(b)  (3) .  In  many  Instances,  doors  of  feed¬ 
manufacturing  facilities  are  kept  op«a 
during  manufacturing  operations. 

The  Commissioner  agrees  and  is  revis¬ 
ing  the  regulation  to  read,  “The  buUd- 
ing(s)  shaU  be  of  suitable  eonstructicm 
to  minimize  access  rodents,  birds,  in¬ 
sects  and  other  pests.” 

J.  Ccnnments  asserted  that  pnmer 
space  and  lighting  alone  wUl  not  pre¬ 
clude  or  prevent  mixups  or  cross-con¬ 
tamination.  as  is  implied  by  paragraph 
S  225.20(b)  (4). 

The  Commissioner  agrees,  and  the 
regulation  is  being  revised  to  read,  “The 
buUding(s)  shaU  provide  adequate  space 
and  lighting  for  the  proper  p^onnance 
of  the  foUowing  medicated  feed  manu¬ 
facturing  <q)erati<ms:” 

k.  Two  comments  asserted  that  since 
labeling  includes  a  variety  of  printed 
materials  not  normally  found  in  a  feed 
mUl,  the  term  “labeling”  in  paragnqUi 
(b)(4)(v)  should  be  replaced  with  the 
word  “labels”  in  this  requirement  for 
storage  facilities. 

The  Commissioner'  concludes  that 
since  promotional  literature  is  found  at 
feed  mlUs,  the  term  'Tabbing”  riiaU  be 
retained. 

5a.  One  comment  suggested  that  equip¬ 
ment  presently  in  use  should  be  “grand¬ 
fathered,”  and  that  §  225.30  should  per¬ 
tain  to  new  equipment. 

The  Commissions:  concludes  that  this 
sectioai  shall  apply  to  all  equimnent,  old 
and  new,  becm^  it  is  essential  to  the 
production  of  safe  and  effective  feed  that 
equipment  meets  the  requlremeots  set 
forth  therein.  Therefore,  no  change  is 
made  in  paragraph  (a) . 

b.  One  conpnent  suggested  that  the 
word  “shall”  be  rs)laced  with  the  word 
“should”  throughout  S  225.30. 
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The  use  of  “shall”  rather  than 
“should”  has  been  discussed  under  item 
4  above;  the  change  is  not  made. 

e.  Two  comments  suggested  that  the 
word  “known”  be  rs>laced  with  the  word 
“intended”  in  paragraph  (b)  (1),  the  re¬ 
quirement  that  all  equipment  shall 
possess  the  cimability  to  produce  a  medi¬ 
cated  feed  of  “known”  potency,  safety, 
and  purity. 

The  Commissioner  acc^ts  this  sug¬ 
gestion  because  the  word  “int^ded”  is 
more  accurate  in  this  context. 

d.  Two  (XHuments  stated  that  the  word 
“purity”  wlMn  applied  to  medicated 
feeds,  as  it  is  in  paragraph  (b)  (1)  and 
elsewhere  in  these  regulations,  is  not 
appropriate. 

The  question  of  whether  the  word 
“purity”  is  applicable  to  animal  feeds  has 
been  discussed  under  itm  2  above;  the 
word  “purity”  is  retained. 

e.  One  comment  suggested,  regarding 
$  225.30(b)  (2),  that  only  “functional 
equipm^it”  be  maintained  in  a  clean  and 
orderly  manner. 

The  CcHnmlssioner  concludes  that  all 
equiixnent  shall  be  maintained  in  a 
reasonably  clean  and  <Hxlerly  manner  to 
meet  the  requirements  of  S  225.30(b)  (1) , 
that  equipment  which  is  being  stored  or 
is  on  standby  shall  also  be  maintained 
to  prevent  deterloratimi. 

f .  Several  eommoats  suggested  that 
tbe  word  “reascmably”  be  added  to  this 
requirement  paragraph  (b)  (2)  that  all 
equipment  shall  be  maintained  in  a  clean 
and  orderiy  manner. 

The  Commissimier  accepts  that  sug¬ 
gestion  and  is  revising  the  regulation  to 
read.  “All  equipment  shaU  be  main¬ 
tained  in  a  reasonably  clean  and  orderiy 
maimer.”  Howevor,  the  Cmnmissioner 
advises  here,  as  he  did  above  in  discuss¬ 
ing  item  4,  that  FDA  regulations  are 
always  to  be  administered  “reasonably” 
and  that  the  addition  of  “reasonably”  in 
this  paragraph  is  not  Intended  to  indi¬ 
cate  any  lessening  of  the  standard  of  the 
regulatkm  as  pnmosed. 

g.  Two  comments  related  to  a  gram¬ 
matical  revision  In  i  225.30(b)  (3),  sub¬ 
stituting  the  word  “its”  for  the  word 
“their.” 

The  suggested  change  is  being  ad(H>ted. 

h.  Five  comments  stated  that  the  re¬ 
quirement  of  1 225.30(b)  (4)  that  scales 
and  metering  equipment, be  tested  upon 
installation  and  at  least  once  a  year  is 
too  restrictive  and  should  be  based  on 
need  and  design  of  the  device. 

The  Commissioner  concludes,  that  be¬ 
cause  cfirectty  functioning  scales  and 
metering  are  essential  to  manufacturing 
medicated  feeds  in  conformity  with  these 
regulations,  the  requirement  that  the 
equiixnent  be  tested  at  least  once  a  year 
is  reasonable. 

I.  One  comment  asked  who  is  to  do  the 
testing. 

The  Commissioner  advises  that  the 
testing  of  equipment  may  be  conducted 
by  anyone  quidifled  by  virtue  of  his 
training  and/or  experience  to  conduct 
such  testing. 

J.  A  number  of  comments  <m  i  225.30 
(b)  (5)  were  received  regarding  ^  uses 
of  lubricants  and  coolants.  It  was  as- 
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muBi  be  maintained,  whereas  S  225.102 
(b)  (4)  refers  to  persons  responsible  for 
checking  production  records. 

q.  One  comment  requested  clarlflcatlon 
In  paragraph  (b)  (8)  of  the  phrase  **after 
ccxnplete  use  of  the  drug  component**  In 
the  requirement  that  records  shall  be 
maintained  for  at  least  1  year  after  com¬ 
plete  use  of  the  drug  component. 

Urn  Commissioner  is  amending  the 
regulation  to  state  that  records  shall  be 
retained  for  at  least  1  year  after  complete 
use  of  a  drug  compcment  of  a  specific  lot 
niunber  or  feed  manufacturer*s  shlmnent 
identification  number. 

8a.  Several  comments  suggested  that 
in  §  225.58(a)  the  word  **rexHtxluclble**  be 
replaced  with  the  word  ‘*lntended”  in  re¬ 
ferring  to  the  potency  tested  by  the  peri¬ 
odic  assay. 

The  commissioner  agrees  and  the  reg- 
ulaticm  is  being  revised  accordingly. 

b.  Three  comments 'requested  simpli¬ 
fication  or  elimination  of  Form  FD-1800 
referred  to  In  paragraph  (b)  (1)  (U  (re¬ 
designated  (b)(1)  below). 

Because  ai:H>roval  for  the  manufactiure 
of  animal  feeds  bearing  or  c(mtalnlng 
new  animal  drugs  is  required  by  section 
512(m)  of  the  act  (21  nB.C.  360b(m)). 
Form  FD-1800  remains  a  requirement 
except  under  certain  circumstances 
where  the  requirement  has  been  waived 
by  the  regulations. 

c.  Other  comments  requested  that 
Form  FD-1800  be  revised  to  r^ect  the 
new  assay  requirements. 

The  Commissioner  agrees,  and  Form 
FD-1800  will  be  revised  and  the  assay  re¬ 
quirements  of  the  revised  form  will  be 
consistent  with  the  current  good  manu¬ 
facturing  practice  regulations  set  forth 
below,  m  the  Interim,  after  the  effective 
date  of  this  regulation,  the  assay  sched¬ 
ule  set  forth  herein  shall  be  in  effect. 

d.  One  comment  stated  that  the  drugs 
subject  to  the  reciulrements  of  Form  FD- 
1800,  and  those  not  subject  to  su(di  re¬ 
quirements,  should  be  treated  equally  in 
being  subject  to  the  same  number  of 
assays. 

Because  feeds  requiring  FiMrm  n>- 
1800  contain  drugs  that  are  **new  drugs’* 
and  have  not  met  the  recjulrements  for 
exemptlcm,  the  Commissioner  concludes 
that  It  is  aig)roprlate  to  require  more 
stringent  minimum  standards  than  for 
medicated  feeds  not  requiring  Form  FD- 
1800. 

e.  One  (xunment  suggested  that  the 
use  of  microtracers  should  be  listed  as 
an  alternate  analytical  procedure  for 
checking  on  the  adequacy  of  the  overall 
manufacturing  procedures. 

The  Commissioner  does  not  object  to 
the  use  of  varioiis  idiysical,  chemical 
and/or  biological  procedures,  provided 
that  such  methods,  however,  cannot  sub¬ 
stitute  for  the  required  chemical  methods 
of  drug  assay;  therefore,  this  suggestion 
is  not  ad(g}t^ 

f .  One  comment  suggested  that  assay 
of  one  drug  cmnpcment  of  a  fixed  eom- 
blnsdion  prmlx  in  medicated  feed  be 
considered  sufilcient. 

The  Commissioner  agrees  that  assay  of 
one  drug  componeot  of  a  fixed  combina¬ 


tion  lU'emlx  In  a  medicated  feed  Is  suffi¬ 
cient.  A  fixed  combination  has  previous¬ 
ly  had  its  tndivldnal  comp(ments  as¬ 
sayed  by  the  drug  manufacturer;  the  as¬ 
say  at  this  point  In  the  feed  manufactur¬ 
ing  process  Is  Intended  to  assmre  that  the 
methods,  facilities,  and  controls  result 
in  a  finished  laroduct  of  uniform  drug 
composition.  Hence,  if  one  drug  com¬ 
ponent  is  within  the  prescribed  assay 
limits,  the  other  drug  component(s)  may 
also  reasonably  be  assiuned  to  be  within 
specification. 

g.  A  number  of  comments  suggested 
that  assay  records  be  maintained  at  an 
alternative  centralized  location  rather 
than  on  the  premises  as  required  by  par¬ 
agraph  (b)(1)  (11)  (redesi^ated  para¬ 
graph  (c)  below) . 

The  Commissioner  is  revising  the  regu¬ 
lation  to  expressly  permit  either  originals 
or  (M^les  results  of  asays  to  be  main¬ 
tained  at  the  manufacturing  facility  to 
enable  a  firm  to  maintain  central  records 
for  its  own  use.  But  the  Commissioner 
has  concluded  that  it  is  essential  that  all 
such  results  be  maintained  on  the  prem¬ 
ises  of  each  facility  to  enable  each  mill 
manager  to  assess  any  devdoping  trends 
toward  an  Increase  or  decrease  of  drug 
levds,  which  would  indicate  a  ndM  to 
recheck  control  procedures,  and  to  facil¬ 
itate  inspection  such  records  by  State 
and  Federal  (facials.  The  Food  and  Drug 
Administration  finds  it  impractical  to 
visit  an  alternative  centralized  record 
location  for  each  inspecticm  of  a  feed 
mill. 

h.  Thre)  commoits  stated  that  the  as¬ 
says  that  sure  kept  should  r^te  only  to 
“ofBcisJ  samples.** 

The  Commissioner  advises  titiat  this 
requirement  pertains  to  the  assays  of  all 
ssunples  collected. 

L  One  comment  indicated  that  the  as¬ 
say  requirements,  even  sus  reduced,  can¬ 
not  be  met  by  firms  manufacturing  medi¬ 
cated  feeds  for  their  own  use. 

The  Commissioner  advises  that  the 
number  of  assays  required  In  the  regula- 
ti(M}s  set  f(nrth  below  have  been  sub¬ 
stantially  reduced  from  the  current  reg¬ 
ulation.  recognizing  that  current  require¬ 
ments  place  an  undue  financial  burden 
on  the  medicated  feed  Industry,  and  that 
current  requirements  can  be  accom¬ 
plished  by  other  contrdls  that  are  less 
expensive.  But  he  ccmcludes  that  this 
minimum  number  is  necessary  to  assure 
pn9er  preparation  of  medicated  feeds 
by  periodically  checking  the  efBciency  of 
the  methods,  facilities,  and  controls  so 
that  manufactured  medicated  feed 
is  uniform  in  potoicy  and  conforms  to 
the  amount  of  drug  declared  on  the  lsd>el. 

J.  Three  comments  regarding  para- 
grs4>h  (b)(2)(D  (redesignated  para¬ 
graph  (b)  (2)  below)  stated  that  (me  as¬ 
say  for  drugs  that  do  not  require  Form 
FD-1800  aimroval  tor  ];HX>ductlon  of  a 
medicated  feed  is  not  sufficient  and  that 
the  number  of  assays  should  be 
increase(L 

Assays  are  required  to  permit  a  deter¬ 
mination  of  the  firm’s  capaMll^  to  pro¬ 
duce  a  unifcmn  feed,  not  to  check  each 
lot  produced;  hooce.  the  Comnussioner 
concludes  that  the  re<iuiremait  for  one 


assay  a  year  for  each  drug  or  drug  com¬ 
bination  is  reasonable,  and  no  change  is 
being  made  in  this  requirement. 

k.  One  comment  Indicated  that  it  Is 
managanenfs  responsibility  to  detar- 
mine  the  assay  requirements  needed  for 
the  producticm  df  feeds  not  subject  to 
the  requiranents  of  Form  FD-1800. 

The  Ccmunisskmer  recognizes  that  the 
determination  of  the  maximum  nuafi)er 
of  assays  is  a  management  prerogative. 
However,  the  crommlssioner  Is  setting 
forth  the  minimum  number  of  assays 
consistent  with  go<xl  manufacturing 
practice. 

l.  Six  comments  requested  that  pro¬ 
vision  be  made  for  using  other  re(x>g- 
nized  test  methods  in  addition  to  those 
approved  by  the  Associatkm  of  Official 
Analytical  Chemists. 

The  Commissioner  agrees  that  the 
specified  test  meth(xls  should  be 
amended  to  include  othor  a|)pr(H>rlate 
methods,  and  the  regulation  is  being 
amended  accordingly. 

m.  0(xnments  on  paragraph  (b)  (2)  (ii) 
(redesignated  paragraph  (c)  below)  and 
the  Commissioner’s  response  are  the 
same  as  those  concerning  paragraph  (b) 
(l)(li)  above. 

n.  C^xnm^ts  on  paragraiA  (b)(2) 
(ill)  (redesignated  paraipraph  (d)  bdow) 
and  the  Cmnmissloner’s  respcmse  are  the 
same  as  those  concerning  paragraph  (b) 
(1)  (ill)  above. 

a  Comments  stated  that  the  refer¬ 
ences  in  paragraph  (b)  (3)  (redesignated 
paragnmh  (e)  below)  to  medicated 
feeds  failing  to  meet  the  labeling  re¬ 
quirements  should  be  revised  to  indicate 
clearly  that  this  provision  relates  to 
medicated  feeds  that  fail  to  ccmtain  the 
labded  amount  drug. 

The  Commissioner  agrees  with  these 
comments  and  is  revising  the  regulation 
accordingly. 

p.  Comment  was  also  received  stating 
that  the  second  smtence  of  this  para¬ 
graph  could  be  construed  to  mean  that 
dlstributicm  (ff  all  products  should  be  dls- 
continued  imtil  pro/per  (xmtrcfi  proce¬ 
dures  had  been  established.  The  cmn- 
ment  sue^rested  that  the  sent^ice  be 
revised  to  Indicate  that  sumension  of  dis- 
trlbutkm  applies  only  to  the  parUeular 
feed  that  falls  to  contain  the  labded 
amount  of  drug. 

The  Commissioner  agrees  with  this 
comment  and  is  revising  the  regadation 
accordingly. 

9a.  A  number  of  commoits  were  re¬ 
ceived  regarding  1225.65(a).  which 
concerns  equipment  cleanout  procedures. 
Six  comments  requested  that  the  agency 
recognize  that  achieving  zero  carryover' 
of  drugs  to  subsequently  made  feeds  is 
not  feasible,  and  three  (xunments  re- 
(luested  that  the  8e<^<m  be  amended  to 
indicate  that  it  refers  to  ’’unsafe”  levels 
ot  drug  C(mtaminant8. 

The  Commissioner  recognizes  that 
zero  carryover  may  not  be  achieved,  and 
for  that  reason  the  regidatlon  k  being 
revised  to  refer  to  ’’unsafe  contamlna- 
ti<m  of  feed.** 

b.  Five  comments  stated  that  the  en¬ 
tire  section  is  vague  and/or  re<iuires  re-  i 
wmdlng. 
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The  Commissioner  agrees  and  is  re¬ 
vising  the  entire  section  to  clarify  it. 

c.  Most  of  the  comments  regarding 
paragraphs  (b)(1).  (2),  and  (3).  which 
describe  cleanout  proc^ures,  requested 
a  rewording  or  clarification. 

The  Commissioner  agrees  that  the 
paragraphs  require  rewording  and  clari¬ 
fication,  and  the  paragraphs  are  being 
revised  accordingly. 

d.  Comments  requested  a  definition  of 
“unsafe  contamination.” 

The  Commissioner  agrees  that  there 
is  a  need  to  define  this  term,  and  he 
advises  that  careful  definition  of  the 
term  will  be  the  subject  of  a  future  pro¬ 
posed  regulation.  In  the  interim,  FDA 
will  continue  to  consider  each  situation 
on  a  case-by-case  basis.  In  these  in¬ 
stances  a  judgment  will  be  based  upon  an 
assessment  of  the  human  and  animal 
health  hazard  involved. 

e.  One  comment  suggested  the  use  of 
tracer  chemicals  to  determine  contami¬ 
nation. 

The  Commissioner  advises  that  the 
section  as  written  and  revised  does  not 
prohibit  the  use  of  tracer  chemicals. 

Packaging  and  Labeling 

10a.  Comments  asserted  that  proper 
labels  of  themselves  do  not  assure  safe 
and  effective  use  of  a  medicated  feed, 
as  S  225.80(a)  ^ms  to  imply. 

The  Commissioner  agrees  that  issu¬ 
ance  of  proper  labeling  in  and  of  itself 
will  not  assure  proper  use  of  medicated 
feeds,  and  paragraph  (a)  is  being  re¬ 
vised  to  indicate  that  the  medicated 
feeds  are  safe  and  effective  when  the 
directions  for  use  are  followed. 

b.  Other  comments  stated  that  the 
word  “labeling”  should  be  replaced  by 
the  word  “labels.” 

The  Commissioner  concludes  that  the 
statutory  language  for  labeling  (section 
201  (n)  of  the  act  (21  U.S.C.  321  (n))  in 
which  “labeling”  includes,  but  is  not 
limited  to.  “labels”  shall  be  retained. 

c.  Several  comments  stated  that  the 
method  used  by  the  feed  manufacturer 
to  assure  suitability  of  labeling  should 
be  left  to  the  manufacturer  and  not 
specified  explicitly  in  paragraph  (b)  (2) . 

The  Commissioner  acknowledges  that 
it  is  management’s  responsibility  to  as¬ 
sure  that  the  medicated  feeds  produced 
are  labeled  correctly,  but  he  concludes 
that  it  is  his  responsibility  to  specify  the 
criteria  of  good  manufacturing  practice. 
The  paragraph  is  being  revised,  but  the 
intent  of  the  paragraph  as  proposed  is 
being  retained. 

d.  Comments  also  objected  to  the  re¬ 
quirement  that  proofread  labels  be  stored 
for  one  year. 

The  Commissioner  concludes  that 
storage  of  proofread  labels  for  one  year 
for  each  product  should  not  impose  a 
significant  storage  problem  on  the  man¬ 
ufacturers. 

e.  Five  comments  suggested  that  in 
paragraph  (b)  (3)  the  word  “placard” 
be  replaced  by  the  word  “labels”  because 
it  is  common  industry  practice  to  attach 
labels  to  delivery  tickets. 

Hie  Commissioner  concludes  that  the 
paragraph  should  be  expanded  to  pro¬ 


vide  for  use  of  labels  attached  to  in¬ 
voices  or  delivery  tickets,  and  it  is  being 
revised  acc(»dlngly. 

f.  Two  comments  stated  that  there  is 
no  need  for  labels  when  the  shipment  is 
in  “intra-company”  status. 

The  Commissioner  concludes  that  feed 
shall  be  accompanied  by  appropriate 
labeling  in  all  cases,  including  those 
where  feed  is  intended  for  “intra-com¬ 
pany”  use,  as  a  guide  to  the  proper  use 
of  the  feed. 

g.  One  comment  stated  that  label 
stock  review  required  in  S  225.80(b)  (4) 
should  be  a  prerogative  of  management 
and  not  included  in  the  regulation. 

The  Commissioner  concludes  that  pe¬ 
riodic  label  review  is  necessary  to  assure 
that  labeling  used  correctly  refiects  cur¬ 
rent  formulation,  directions,  and  indi¬ 
cations  for  use,  and  that  old,  outdated 
labels  are  not  stored  where  they  may  be 
used  accidently.  Therefore,  no  change  is 
being  made  in  this  requirement. 

Records  and  Reports 

11a.  Several  comments  suggested  that 
the  production  record  described  in 
§  225.102(a)  should  refer  to  production 
runs  qs  well  as  batches. 

The  Commissioner  agrees  and  is  revis¬ 
ing  the  paragraph  so  that  “batches”  is 
followed  by  “or  production  run.” 

b.  Several  other  comments  suggested 
in  paragraph  (a)  that  the  term  “master 
formula”  be  qualified  'with  the  word 
“file.” 

The  Commissioner  agrees  that  the 
term  “master  formula”  should  be  modi¬ 
fied,  and  he  is  changing  the  reference  to 
“master  record  file.”  Accordingly,  the 
section  heading  and  language  are  being 
revised. 

c.  Three  comments  suggested  that  in 
§  225.102(b)  the  word  “master”  be  de¬ 
leted  and  that  the  master  formula  be 
referred  to  as  “formula  file.” 

The  Commissioner  concludes  that  the 
word  “master”  shall  be  retained,  but  he 
is  adopting  the  suggestion  in  intent  by 
changing  the  phrase  “msister  formula” 
to  “master  record  file.” 

d.  Two  comments  concerned  the  re¬ 
quirement  of  §  225.102(b)  (1)  for  a  sig¬ 
nature  on  the  master  record  file,  one 
suggesting  that  no  signature  is  neces¬ 
sary,  the  other  suggesting  that  only  ini¬ 
tials  of  a  qualified  person  need  be  used. 

The  Commissioner  concludes  that  the 
master  record  file  shall  be  signed  or  in¬ 
itialed  by  a  qualified  person  who  has 
the  responsibility  for  such  a  review. 

e.  One  consent  suggested  that  the 
phrase  “master  formula”  be  followed  b^ 
the  word  “file.” 

The  Commissioner  has  substituted 
the  phrase  “master  record  file”  for  the 
phrase  “master  formula  record  or  card.” 

f.  One  comment  suggested  that  the 
word  “batch”  be  followed  by  the  phrase 
“or  run.” 

The  Commissioner  concludes  that 
reference  to  batches  shall  be  revised  to 
include  production  runs,  and  the  section 
is  bei^  revised  accordingly. 

g.  Three  comments  stated  that  i  225.- 
102(b)  (1)  (ii)  should  be  amended  by  In¬ 
serting  the  word  “percent”  where  ref¬ 


erence  is  made  to  weight  or  measure  of 
ingredients. 

The  Commissioner  agrees,  and  the 
section  is  being  revised  accordingly. 

h.  Comments  suggested  that  in  J  225.- 
102(b)  (1)  (ill)  the  phrase  “copy  or  de¬ 
scription”  relating  to  label,  be  expanded 
to  include  the  words  “a  reference”  or 
“or  appropriate  identification.” 

The  Commissioner  does  not  agree  that 
the  phrase  should  be  expanded.  The 
master  record  file  shall  include  a  copy 
of  the  label  actually  intended  to  be  us^ 
or,  alternatively,  a  description  of  the 
label  or  labeling  to  identify  adequately 
the  manner  in  which  the  mgdicated 
feed  is  to  be  labeled. 

1.  Comments  on  §  225.102(b)  (1)  (iv) 
and  (v)  were  received  relative  to  quali¬ 
fying  the  presence  of  the  manufacturing 
instructions  within  the  master  record 
file  by  the  addition  of  the  words  “or  ref¬ 
erence  thereto.” 

The  Commissioner  agrees  and  the 
section  is  being  revised  accordingly. 

j.  Comments  were  received  regarding 
the  requirement  of  §  225.102(b)  (2)  that 
production  records  could  alternatively  be 
held  at  a  central  location. 

The  Commissioner  does  not  agree  with 
these  comments.  A  check  of  procedures  by 
the  manufacturer-  or  a  r^ulatory  official 
inspecting  the  firm  could  not  properly  be 
made  unless  such  records  are  on  the 
premises.  Paragraph  (b)  (2)  is  being 
amended,  however,  to  provide  for  either 
the  original  production  record  or  a  copy 
thereof  to  be  held  on  the  premises. 

k.  Comm*»nts  sugeested  that  in  5  225.- 
102(b)  (2)  (i)  the  phrase  “written  en¬ 
dorsement,”  be  replaced  by  the  phrase 
“signature  or  initials”  in  the  requirement 
for  authenticating  the  production  rec¬ 
ord. 

The  Commissioner  agrees  and  is  revis¬ 
ing  paragraph  (b)  (2)  (i)  accordingly. 

l.  Comments  suggested  that  in  5  225.- 
102(b)  (2)  (il)  the  word  “identity”  be  re¬ 
placed  by  the  word  “kind”  or  “name”  in 
the  requirement  for  stating  in  the  pro¬ 
duction  record  the  quantity  and  identity 
of  drug  components  used  in  the  feed. 

The  C<Hnmi5sioner  agrees  and  is  revis¬ 
ing  the  regulation  to  use  the  word  “name” 
in  place  of  “identity.” 

m.  Comments  asserted  that  the  actual 
quantity  of  medicated  feed  cannot  be  de¬ 
termined  for  the  production  record  when 
such  feed  is  held  in  bulk  storage  bins.  It 
was  suggested  that  the  word  “estimated” 
be  used  to  replace  the  word  “actual” 
where  it  aiH>eared  in  §  225.102(b)  (2)  (iv) . 

Hie  Commissioner  agrees  that  para¬ 
graph  (b)  (2)  (iv)  should  be  revised  to 
permit  the  use  of  an  estimate  where 
specific  accurate  quantity  measurements 
are  not  po^ible  and  when  based  upon  the 
quantity  of  drug  and  other  components 
contained  in  the  bulk-stored  article. 

n.  One  comment  in  reference  to 
§  225.102(b)  (3)  stated  that  custom  for¬ 
mula  feed  orders  are  occasionally  re¬ 
ceived  by  teleirtione,  in  which  case  pur¬ 
chase  ord^  in  writing  do  not  exist. 

Hie  Commissioner  cmicludes  that 
when  an  order  is  received  by  triephone, 
the  firm  shall  prepare  the  necessary  rec- 
otxls,  and  tiie  regtdation  is  being  modified 
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to  provide  for  receipt  of  custom  orders 
by  tdeidxme. 

a  Two  oonunmits  requested  that  the 
word  “master"  be  ddeted  when  referring 
to  the  master  formula. 

The  Commissioner  agrees  with  the  in¬ 
tent  ot  these  comments,  and  he  is  mod¬ 
ifying  the  regulation  to  replace  the 
term  “master  formula"  with  “ACaster 
Record  File.” 

p.  Several  comments  objected  to  the 
Inclusion  in  S  225.102(b)  (4)  the  re- 
Qulronent  that  production  records  be 
checked  before  release  of  the  medicated 
feed.  The  cmnment  contended  that  this 
was  not  feasible  where,  at  the  time  of  its 
manufacture,  bulk  feed  is  loaded  directly 
onto  trucks  and  delivered. 

The  Commissioner  agrees,  and  the  reg¬ 
ulation  is  being  revised  to  provide  for 
checking  batch  production  records  at  the 
aid  of  the  working  day. 

q.  Several  comments  suggested  that  in 
S  225.102(b)  (5)  the  Identification  to  be 
used  on  ecuh  batch  run  and  the  docu¬ 
ments  to  be  marked  with  the  identifica¬ 
tion  be  expanded. 

The  Cmnmissioner  concludes  that  the 
suggestions  shall  be  adopted  to  provide 
for  additional  means  of  Identification  of 
batches  or  productlmi  runs  oi  medicated 
feed. 

r.  Other  comments  suggested  replace¬ 
ment  of  the  word  “permit”  with  the  word 
“facilitate”  in  the  requirement  that  the 
explanation  that  the  batch  number  or 
date  shall  provide  a  basis  to  permit  the 
manufactuim:  to  trace .  accurately  the 
manufacturing  history  of  the  batch. 

The  Commissioner  concludes  that  such 
identification  is  intended  to  “^rmlt”  the 
tracing  of  the  complete  and  accurate 
manufacturing  history  of  the  product  by 
the  manufacturer;  therefore,  the  word 
“permit”  is  retained. 

12a.  One  comment  requested  in  refer¬ 
ence  to  S  225.110(a)  a  definition  of  “pro¬ 
duction  run.” 

The  Commissioner  concludes  that  the 
term  ‘*production  run"  is  well  understood 
by  the  industry  and  no  further  defini¬ 
tion  is  necessary. 

b.  Another  comment  suggested  that  in 
paragraph  (a)  the  sentence  that  reads 
"This  information  may  be  helpfid  in 
instituting  a  recall”  be  modified  by  add¬ 
ing  the  phrase  “if  necessary." 

The  Commissioner  concludes  that  such 
an  addition  is  unnecessary  .because  a 
finn  is  unlikely  to  initiate  a  recall  if  it 
is  not  necessary. 

c.  Comments  stated  that  it  would  be 
difficult  to  match  codes  to  medicated 
feeds  handled  in  bulk,  as  required  by 
S  225.110(b). 

The  Commissioner  concludes  that  no 
change  shall  be  made  because  it  is 
essential  that  the  manufacturer  identify 
all  lots,  including  those  in  bulk  con¬ 
tainers,  to  permit  the  tracing  of  poten¬ 
tially  violative  lots. 

d.  comments  requested  that  the  re¬ 
quirements  of  S  225.110(b)  (1)  for  the 
product  code  or  manufacturing  date  be 
deleted.  The  point  was  made  that  this  is 
not  a  practice  of  the  Industry  and  that 
recalls  could  be  Instituted  based  on  the 
code  number  (m  the  label,  tag,  placard  or 
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other  labeling  and  the  date  of  manufac¬ 
ture. 

The  Commisskmer  agrees,  and  the  reg¬ 
ulation  is  being  revised  accordinc^. 

e.  Comments  stated  that  distribution 
records  should  be  permitted  to  be  main¬ 
tained  at  a  location  other  than  the  man¬ 
ufacturing  premises  and  that  8  225.110 

(b) (2)  be  modified  to  provide  for  re¬ 
tention  of  such  records  either  on  the 
premises  or  at  a  centralized  location. 

The  Commissioner  concludes  that  dis¬ 
tribution  records,  like'  assay  records 
(8  225.58(b)  (1)  (il),  redesignated  §  225.58 

(c)  below)  and  production  records 
(8  225.102(b)(2)),  shall  be  available  on 
the  premises  for  inspection  by  regula¬ 
tory  officials  because  inspection  of  such 
records  at  centxiJized  locations  is  not 
always  convenient.  The  requirement  is 
being  modified,  however,  to  provide  for 
either  originals  or  copies  of  distribution 
records  to  be  maintained  on  the  premises. 

13a.  Several  comments  suggested  that 
the  title  of  8  225.115  be  changed  to  “Drug 
Experience  and  Complaint  Files”  or 
“Complaint  File  for  Medicated  Feeds,” 
instead  of  “Complaint  Files.” 

The  Commissioner  concludes  that  the 
term  "complaint  file”  as  used  in  this  sec¬ 
tion  title  is  adequate  to  draw  attention 
to  the  purpose  of  the  section. 

b.  Comment  was  also  received  stating 
that  the  complaint  file  should  relate 
solely  to  information  received  on  medi¬ 
cated  animal  feeds. 

The  Commissioner  concludes  that,  as 
a  precaution,  complaints  relating  to  non- 
medicated  feeds  should  voluntarily  be 
maintained  to  show  where  unsafe  con¬ 
tamination  or  other  problems  might  have 
occurred. 

c.  Comments  also  objected  to  the  use  of 
a  complaint  file  as  a  regulatory  tool; 
others  suggested  that  the  entire  section 
is  unacceptable,  but  failed  to  state  the 
reason  for  disanoroval. 

The  Commissioner  regards  the  review 
of  the  complaint  file  as  an  essential  part 
of  regulatory  inspections  of  manufactur¬ 
ing  facilities  because  the  complaint  file 
refiects  user  experience  with  manufac¬ 
tured  products.  * 

«4-  Comments  also  requested  that  stor¬ 
age  of  complaint  files  be  allowed  on  the 
premises  or  at  a  central  location  or  main 
office. 

The  Commissioner  concludes  that  al¬ 
though  it  is  reasonable  for  multiplant 
firms  to  maintain  complaint  files  at  a 
central  location,  at  least  one  copy  of  the 
complaint  shall  be  maintained  at  the 
manufacturing  facility  to  enable  the  fa¬ 
cility  to  determine  whether  a  trend  is 
developing  regarding  a  particular  prod¬ 
uct,  batch,  or  nm,  and  to  enable  in¬ 
specting  regulatory  officials  to  collect 
necessary  information  without  repeated 
visits  to  a  main  office  or  central  location. 

e.  Comments  suggested  that  the  word 
“verbal”  be  deleted  in  reference  to  the 
kinds  of  comidaints  that  must  be  record¬ 
ed  because,  it  was  asserted,  verbal  com¬ 
plaints  have  no  validity  and  no  written 
record  is  received. 

The  Commissioner  concludes  that  the 
requirement  for  maintaining  mral-  re¬ 
ports  of  c(Mnplaints  must  be  retained  be- 
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cause,  in  cases  of  extreme  «nergency. 
the  only  cmnplaint  that  may  have  been 
received  may.  in  fact,  have  been  oral  be¬ 
cause  of  insufficient  time  to  prepare  a 
written  complaint. 

f.  S<xne  comments  Indicated  that  the 
instructions  given  in  8  225.115  conflict 
with  those  given  in  8  510.301  (21  CFB 
510.301) . 

The  Commissioner  sees  no  confiicL 
Section  510.301  concerns  records  and  re¬ 
ports  of  experiences  with  animal  feeds 
bearing  or  containing  new  animal  drugs 
for  which  an  approved  application  is  in 
effect.  The  regulation  extends  this  re¬ 
quirement  to  those  medicated  feeds  not 
subject  to  Form  FE>-1800  approval. 

g.  Finally,  one  cmnment  asserted  that 
all  complaints  should  be  handled  in  the 
same  manner  whether  or  not  the  feeds 
covered  by  tiie  complaint  are  subject  to 
the  requirements  of  Form  FD-1800. 

The  Commissioner  rejects  tills  sugges¬ 
tion  for  the  same  reason  that  he  rejected 
a  similar  comment  regarding  8  225.58(b) 
(1)(1). 

In  light  of  these  comments,  the  Com¬ 
missioner  is  revising  8  225.115(a)  while 
retaining  its  intent,  and  8  225.115  (b) 
and  (b)  (2)  is  retained  as  proposed.  Sec¬ 
tion  226.115(b)  (1)  Is  being  revised  in  the 
first  sentence  to  provide  for  the  reten¬ 
tion  of  either  the  original  or  a  copy  of 
each  oral  and  written  ccnnplalnt  received 
regarding  the  safety  and  efficacy  of  med¬ 
icated  feeds  manufactured  by  the  firm. 

The  Commissioner  has  carefully  con¬ 
sidered  the  environmental  effects  of  the 
regulation  and,  because  the  action  will 
not  significantly  affect  the  quality  of  the 
human  environment,  has  concluded  tiiat 
an  environmental  impact  statement  is 
not  required.  A  copy  of  tiie  «ivlron- 
mental  impact  assessment  is  on  file  with 
the  Hearing  CTlerk,  Food  and  Drug  Ad¬ 
ministration. 

Therefore,  under  the  Federal’  Pood, 
Drug,  and  Cosmetic  Act  (secs.  501,  512, 
701(a),  52  Stat.  1049-1050  as  amended, 
1055,  82  Stat.  343-351  (21  UJS.C.  351. 
360b,  371(a)))  and  under  authority 
del^rated  to  the  Commissioner  (21  CFR 
5.1)  (recodification  published  in  the 
Federai.  Register  of  June  15,  1976  (41 
FR  24262)),  Parts  210  and  225  are 
amended  as  follows; 

1.  Part  210  is  amended  in  §  210.3  by 
revising  paragraphs  (c)  (1)  and  (2)  as 
follows: 

§  210.3  Definitions. 

•  •  •  •  * 

(C)  •  *  • 

(1)  The  term  "medicated  feed”  means 
any  animal  feed  as  defined  in  section  201 
(X)  which  contains  one  or  more  drugs  as 
defined  in  section  201(g)  of  the  act.  The 
manufacture  of  medicated  feeds  is  sub¬ 
ject  to  88  225.1  through  225.115  of  this 
chapter,  inclusive. 

(2)  The  term  "medicated  premix” 
means  any  drug  as  defined  in  section  201 
(g)  of  the  act  which  is  used  for  further 
manufactiu%  in  the  production  of  a  medi¬ 
cated  feed.  The  manufacture  of  medi¬ 
cated  premixes  is  subject  to  f 1 226.1 
through  226.115  oi  this  chimter,  inclusive. 
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2.  Part  225  is  revised  to  read  as 
follows: 

Subpart  A — Ganaral  Provisions 

Sec. 

225.1  Current  good  manufacturing  prac¬ 
tice. 

225.10  Personnel. 

Subpart  B — Construction  and  Maintenance  of 
Facilities  and  Equipment 

225.20  BuUdlngs. 

226.30  Equipment. 

225.35  Use  of  work  areas,  equipment,  and 
storage  areas  for  other  manufac¬ 
turing  and  storage  purposes. 

Subpart  C — Product  Quality  Control 

225.42  Components. 

225.58  Latmratory  controls. 

225.65  Equipment  clean-out  procedures. 

Subpart  D — Packaging  and  Labeling 
225.80  Labeling. 

Subpart  E — Records  and  Reports 
225.102  Master  record  file  and  production 
records. 

225.110  Distribution  records. 

225.115  Complaint  files. 

AxrrHOBiTT:  Secs.  501,  612,  701(a),  52  Stat. 
1049-1050  as  amended,  1055,  82  Stat.  343-351 
(21  U.S.C.  361,  360(b),  371(a) ) . 

Subpart  A — General  Provisions 

§  225.1  Current  good  manufacturing 
practice. 

(a)  Section  501(a)  (2)  (B)  of  the  Fed¬ 
eral  Pood,  Drug,  and  Cosmetic  Act  pro¬ 
vides  that  a  drug  (including  a  drug  con¬ 
tained  in  a  medicated  feed)  shall  be 
deemed  to  ^  adulterated  if  the  methods 
used  in,  or  the  facilities  or  controls  used 
for,  its  manufacture,  processing,  pack¬ 
ing,  or  holding  do  not  conform  to  or  are 
not  opierated  or  administered  in  con¬ 
formity  with  current  good  manufactur¬ 
ing  practice  to  assure  that  such  drug 
meets  Uie  requirement  of  the  act  as  to 
safety  and  has  the  identity  and  strength, 
and  meets  the  quality  and  purity  charac¬ 
teristics,  which  it  purports  or  is  repre¬ 
sented  to  possess. 

(b)  The  prdvisions  of  §§  225.10  through 
225.115,  inclusive,  set  forth  the  criteria 
for  determining  whether  the  manufac¬ 
ture  of  a  medicated  feed  is  in  compliance 
with  current  good  manufacturing  prac¬ 
tice.  These  regulations  shall  apply  to  all 
types  of  facilities  and  equipment  used  in 
the  production  of  medicated  feeds,  and 
they  shall  also  govern  those  instances  in 
which  failure  to  adhere  to  the  regiilations 
has  caused  nonmedicated  feeds  that  are 
manufactured,  processed,  packed,  or 
held  to  be  adulterated.  In  such  csises,  the 
medicated  feed  shall  be  deemed  to  be 
adulterated  within  the  meaning  of  sec - 
ti(m  501(a)(2)(B)  of  the  act,  and  the 
nonmedicated  feed  shall  be  deemed  to  be 
adulterated  within  the  meaning  of  402 
(a)  (2)(D). 

§  225.10  Personnel. 

(a)  Qualified  personnel  and  adequate 
personnel  training  and  supervision  are 
essential  for  the  proper  formulation, 
manufacture,  and  control  of  medicated 
feeds.  Training  and  experience  leads  to 
proper  use  of  equipment,  maintenance 
of  accurate  records,  and  detection  and 


prevention  of  possible  deviations  from 
current  good  manufacturing  practices. 

(b>  (1)  All  employees  Involved  In  the 
manufacture  of  medicated  feeds  shall 
have  an  understanding  of  the  manufac¬ 
turing  or  ccmtrol  operation  (s)  which  they 
perform,  including  the  location  and 
proper  use  of  equipment. 

(2)  The  manufacturer  shall  provide 
an  on-the-job  training  program  for 
employees. 

Subpart  B — Construction  and  Maintenance 
of  Facilities  and  Equipment 

§  225.20  BuildinK.s. 

(a)  The  location,  design,  construction, 
and  physical  size  of  the  buildings  and 
other  production  facilities  are  factors 
important  to  the  manufacture  of  medi¬ 
cated  feed.  The  features  of  facilities  nec¬ 
essary  for  the  proper  manufacture  of 
medicated  feed  include  provision  for 
ease  of  access  to  structures  and  equip¬ 
ment  in  need  of  routine  maintenance; 
ease  of  cleaning  of  equipment  and  work 
areas;  facilities  to  promote  personnel  hy¬ 
giene;  structural  conditions  for  control 
and  prevention  of  vermin  and  pest  in¬ 
festation;  adequate  space  for  the  orderly 
receipt  and  storage  of  drugs  and  feed 
ingredients  and  the  controlled  flow  of 
these  materials  through  the  processing 
and  manufacturing  operations;  and  the 
equipment  for  the  accurate  packaging 
and  delivery  of  a  medicated  feed  of 
specified  labeling  and  composition. 

(b)  The  construction  and  mainte¬ 
nance  of  buildings  in  which  medicated 
feeds  are  manufactured,  processed,  pack¬ 
aged,  labeled,  or  held  shall  conform  to 
the  following: 

( 1 )  The  building  groimds  shall  be  ade¬ 
quately  drained  and  routinely  maintain¬ 
ed  so  that  they  are  reasonably  free  from 
litter,  waste,  refuse,  imcut  weeds  or 
grass,  standing  water,  and  improperly 
stored  equipment. 

(2)  The  building(s)  shall  be  main¬ 
tained  in  a  reasonably  clean  and  orderly 
manner. 

(3)  The  building(s)  shall  be  of  suitable 
construction  to  minimize  access  by  ro¬ 
dents,  birds,  insects,  and  other  pests. 

(4)  The  buildings  shall  provide  ade¬ 
quate  space  and  lighting  for  the  proper 
performance  of  the  following  medicated 
feed  manufacturing  operations: 

(i)  The  receipt,  control,  and  storage 
of  components. 

(ii)  Component  processing. 

(iii)  Medicated  feed  manufacturing. 

(iv)  Packaging  and  labeling. 

(v)  Storage  of  containers,  packaging 
materials,  labeling  and  finished  prod¬ 
ucts. 

(vi)  Routine  maintenance  of  equip¬ 
ment. 

§  225.30  Effuipnient. 

(a)  Equipment  which  is  designed  to 
perform  its  intended  function  and  is 
properly  installed  and  used  is  essential 
to  the  manufacture  of  medicated  feeds. 
Such  equipment  permits  production  of 
feeds  of  imiform  quality,  facilitates 
cleaning,  and  minimizes  spillage  of  drug 
components  and  finished  product. 


(b)  (1)  All  equiiunent  shall  possess  the 
capability  to  produce  a  medicated  feed  of 
intended  potency,  safety,  and  purity. 

(2)  All  equipment  shall  be  maintained 
in  a  reasonably  clean  and  orderly  man¬ 
ner. 

(3)  All  equiinnent,  including  scales 
and  liquid  metering  devices,  shall  be  of 
suitable  size,  design,  construction,  preci¬ 
sion,  and  accuracy  for  its  intended 
purpose. 

(4)  All  scales  and  metering  devices 
shall  be  tested  for  accuracy  upon  instal¬ 
lation  and  at  least  once  a  year  thereafter, 
or  more  frequently  as  may  be  pecessary 
to  insure  their  accuracy. 

(5)  All  equipment  shall  be  so  con¬ 
structed  and  maintained  as  to  prevent 
lubricants  and  coolants  from  becoming 
imsafe  additives  in  feed  components  or 
medicated  feed. 

(6) ,  All  equipment  shall  be  designed, 
constructed,  installed  and  maintained 
so  as  to  facilitate  inspection  and  use  of 
cleanout  procedure  (s) . 

§  225.35  Use  of  work  areas,  equipment, 

and  storaf^e  areas  for  other  manufac¬ 
turing  and  storage  purpose. 

(a)  Many  manufacturers  of  medicated 
feeds  are  also  involved  in  the  manufac¬ 
ture,  storage,  or  handling  of  products 
which  are  not  intended  for  animal  feed 
use,  such  as  fertilizers,  herbicides,  in¬ 
secticides,  fungicides,  rodenticides,  and 
other  pesticides.  Manufacturing,  storage, 
or  handling  of  nonfeed  and  feed  products 
in  the  same  facilities  may  cause  adultera¬ 
tion  of  feed  products  with  toxic  or  other¬ 
wise  unapproved  feed  additives. 

(b)  Work  areas  and  equipment  used 
for  the  manufacture  or  storage  of  medi¬ 
cated  feeds  or  components  thereof  shall 
not  be  used  for,  and  shall  be  physically 
separated  from,  work  areas  and  equio- 
ment  used  for  the  manufacture  of  fa*til- 
izers,  herbicides,  insecticides,  fungicides, 
rodenticides,  and  other  pesticides  unless 
such  articles,  are  approved  drugs  or  ap¬ 
proved  food  additives  intended  for  use  in 
the  manufacture  of  medicated  feed. 

Subnart  C — Product  Quality  Control 
§  225.42  Components. 

(a)  A  medicated  feed,  in  addition  to 
providing  nutrients,  is  a  vehicle  for  the 
administration  of  a  drug,  or  drugs,  to 
animals.  To  ensure  proper  safety  and 
effectiveness,  such  medicated  feeds  must 
contain  the  labeled  amounts  of  drugs.  It 
is  necessary  that  adequate  procedures 
be  established  for  the  receipt,  storage, 
and  inventory  control  for  all  such  drugs 
to  aid  in  assuring  their  identity,  strength, 
quality,  and  purity  when  incorporated 
into  products. 

(b)  The  receipt,  storage,  and  inven¬ 
tory  of  drugs,  including  undiluted  drug 
components,  medicated  premixes,  and 
semiprocessed  (i.e.,  intermediate  pre¬ 
mixes,  inplant  premixes  and  concen¬ 
trates)  intermediate  mixes  containing 
drugs,  which  are  used  in  the  manufac¬ 
ture  and  processing  of  medicated  feeds 
shall  conform  to  the  following: 

(1)  Incoming  shipments  of  drugs  shall 
be  visually  examined  for  identity  and 
damage.  Drugs  which  have  been  subject- 
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ed  to  ecmdltlons  which  may  have  ad¬ 
versely  affected  their  Identic,  strength, 
quality,  or  purity  shall  not  be  accepted 
fw:  use. 

(2)  Packaged  drugs  In  the  storage 
areas  shall  be  stored  in  their  original 
closed  containers. 

(3)  Bulk  drugs  shall  be  identified  and 
stored  in  a  manner  such  that  their  iden¬ 
tity,  strength,  quality,  and  purity  will  be 
maintained. 

(4)  Drugs  in  the  mixing  areas  shall  be 
pr(4}erly  identified,  stored,  handled,  and 
controlled  to  maintain  their  int^rity 
and  identity.  SufBcient  space  shall  be 
provided  for  the  location  of  each  drug. 

<S)  A  receipt  record  shall  be  prepared 
and  maintained  for  each  lot  of  drug  re¬ 
ceived.  The  receipt  record  shall  accu¬ 
rately  indicate  the  identity  and  quantity 
of  the  drug,  the  name  of  the  supplier,  the 
supplier’s  lot  munber  or  an  identifying 
number  assigned  by  the  feed  manufac¬ 
turer  upon  receipt  which  relates  to  the 
particular  shipment,  the  date  of  receipt, 
the  condition  of  the  drug  when  received, 
and  the  return  of  any  damaged  drugs. 

(6)  A  daily  inventory  record  for  each 
drug  used  shall  be  maintained  and  shall 
list  by  manufacturer’s  lot  nxunber  or  the 
feed  msmufacturer’s  shipment  identifi¬ 
cation  number  at  least  the  following  in¬ 
formation: 

(i)  The  quantity  of  dn^  on  hand  at 
the  beginning  and  end  of  the  woiic  day 
(the  beginning  amount  being  the  same 
as  the  previous  day’s  closing  inventory 
if  this  amount  has  been  established  to 
be  correct) ;  the  quantity  shall  be  deter¬ 
mined  by  weighing,  counting,  or  measur¬ 
ing,  as  appropriate. 

(li)  The  amount  of  each  drug  used, 
sold,  or  otherwise  disposed  of. 

(ill)  The  batches  or  inoductlon  runs  of 
medicated  feed  in  which  each  drug  was 
used. 

(Iv)  When  the  drug  is  used  in  the  prep¬ 
aration  of  a  semiprocessed  intermediate 
mix  intended  for  use  in  the  manufactiire 
of  medicated  feed,  any  additional  infor¬ 
mation  which  may  be  required  for  the 
purpose  of  paragraph  (b)  (7)  of  this  sec- 
ti(m. 

(v)  Action  taken  to  reconcile  any  dis¬ 
crepancies  in  the  daily  inventory  record 

(7)  Drug  inventory  diall  be  main¬ 
tained  of  each  lot  or  shipment  of  drug 
by  means  of  a  daily  comparison  of  the  ac¬ 
tual  amount  of  drug  used  n^th  the  theo¬ 
retical  drug  usage  in  terms  of  the  seml- 
prbeessed,  intermediate  and  finished 
medicated  feeds  manufactured.  Any  sig¬ 
nificant  discrepancy  shall  be  investigated 
and  corrective  action  taken.  The  medi¬ 
cated  feed(s)  remaining  on  the  premises 
which  are  affected  by  this  discrepancy 
shall  be  detained  until  the  discrepancy 
is  reconciled. 

(8)  All  records  required  by  this  section 
shall  be  maintained  on  the  premises  for 
at  least  one  year  after  complete  use  of  a 
drug  component  of  a  specific  lot  number 
or  feed  manufacturer’s  shipment  iden¬ 
tification  munber. 

§  225.58  Laboratory  controls. 

(a)  The  periodic  assay  of  medicated 
feeds  for  drug  components  provides  a 


measure  of  performance  of  the  manu¬ 
facturing  process  in  manufacturing  a 
uniform  pioduot  of  Intended  potency, 

(b)  Tlxe  following  assay  requirements 
shall  a)H>h^  to  medicated  feeds: 

(1)  For  feeds  requiring  approved 
Medicated  Feed  Applications  (Form 
FD  1800)  for  their  manufacture  and 
marketing.  At  least  three  representative 
samples  of  medicated  feed  containing 
efudi  drug  car  drug  combination  used  in 
the  establishment  shall  be  collected  and 
assayed  by  approved  official  methods,  at 
periodic  intervals  during  the  calendar 
year,  unless  otherwise  specified  in  this 
chapter.  At  least  one  of  these  assays  shall 
be  performed  on  the  first  batch  using 
the  drug.  If  a  medicated  feed  contains  a 
combination  of  drugs,  only  one  of  the 
drugs  need  be  subject  to  analysis  each 
time,  provided  the  one  tested  is  different 
frmn  the  one(s)  previously  tested. 

(2)  For  feeds  not  requiring  approved 
Medicated  Feed  Applications  (Form  FD- 
1300)  for  their  manufacture  and  mar¬ 
keting.  At  least  one  representative  sam¬ 
ple  of  medicated  feed  containing  each 
drug  or  drug  combination  used  in  the 
establishment  shall  be  collected  and  as¬ 
sayed  by  approved  Association  of  Official 
Analytical  Chemists  (AOAC)  methods, 
or  other  appropriate  analytical  methods, 
at  intervals  no  longer  than  12  months, 
unless  otherwise  specified  in  this  chap¬ 
ter.  If  a  medicated  feed  contains  a  com¬ 
bination  of  drugs,  only  one  of  the  drugs 
need  be  subject  to  anabasis  each  12 
months,  provided  the  one  tested  is  dif¬ 
ferent  from  the  one(s)  previously  tested. 

(c)  The  originals  or  copies  of  all  re¬ 
sults  of  assays,  including  those  from 
State  Feed  Control  Officials  and  any 
other  governmental  agency,  shall  be 
maintained  on  the  premises  for  a  period 
of  not  less  than  1  year  after  distribution 
of  the  medicated  feed. 

(d)  Where  the  results  of  assays  indi¬ 
cate  that  the  medicated  feed  is  not  in 
accord  with  label  specifications  or  is  not 
within  permissible  assay  limits  as  speci¬ 
fied  in  this  chapter,  investigation  and 
corrective  acti(»i  shall  be  implemented 
and  an  original  or  copy  of  the  record  of 
such  action  maintained  on  the  premises. 

(e)  Corrective  action  shall  include 
provisions  for  discontinuing  distribution 
where  the  medicated  feed  fails  to  meet 
the  labeled  drug  potency.  Distribution 
of  subsequent  production  of  the  particu¬ 
lar  feed  shall  not  begin  imtil  it  has  been 
determined  that  proper  control  proce- 
dmes  have  been  established. 

§  225.65  Equipment  cleanout  proce¬ 
dures. 

(a)  Adequate  cleanout  procedures  for 
all  equipment  used  in  the  manufaettue 
and  distributlcm  of  medicated  feeds  are 
essential  to  maintain  proper  drug  po¬ 
tency  and  avoid  tuisaf  e  contamination  of 
feeds  with  drugs.  Such  procedures  may 
consist  of  cleaning  by  physical  means, 
e.g.,  vacuuming,  sweeping,  washing,  etc. 
Alternatively,  flushing  or  sequencing  or 
other  equally  effective  techniques  may  be 
used  whereby  the  equipment  is  cleaned 
either  through  use  of  a  feed  containing 
the  same  drug(s)  or  through  use  of  drug 
free  feedstuffs. 


(b)  All  equtemttit,  including  that  used 
for  storage,  processing,  mixing,  convey¬ 
ing,  and  dlstrlbutkm  that  comes  in  con¬ 
tact  with  the  active  drug  component, 
feeds  In  process,  or  finished  medicated 
feed  shall  be  subject  to  aU  reasonable 
and  effective  procedures  to  prevent  un¬ 
safe  contamination  of  manufactured 
feed.  The  steps  used  to  prevent  unsafe 
contamination  of  feeds  shall  include  one 
or  more  of  the  following,  or  other  equally 
effective  procedures: 

(1)  Such  procedures  shall,  where  ap¬ 
propriate,  consist  of  physical  means 
(vacuuming,  sweeping,  or  washing), 
flushing,  and/or  sequential  production 
of  feeds. 

(2)  If  flushing  is  utilized,  the  flush 
material  shall  be  proc>erly  identified, 
stored,  and  used  in  a  manner  to  prevent 
unsafe  contamination  of  other  feeds. 

(3)  If  sequential  production  of  medi¬ 
cated  feeds  Is  utilized,  it  shall  be  on  a 
predetermined  basis  designed  to  prevent 
unsafe  contamination  of  feeds  with 
residual  drugs. 

Subpart  D — Packaging  and  Labeling 
§  225.80  Labeling 

(a)  Appropriate  labeling  identifies  the 
medicated  feed,  and  provides  the  user 
with  directions  for  use  which,  if  adhered 
to,  will  assure  that  the  article  is  safe 
and  effective  for  its  intended  purposes. 

(b)  (1)  Labels  and  labeling.  Including 
placards,  shall  be  received,  handled,  and 
stored  in  a  manner  that  prevents  label¬ 
ing  mixups  and  assures  that  correct 
labeling  is  employed  for  the  medicated 
feed. 

(b)  (1)  Labels  and  labeling,  including 
placards,  upon  receipt  from  the  printer 
shall  be  proofread  against  the  Master 
Record  File  to  verify  their  suitability  and 
accuracy.  The  proofread  label  shall  be 
dated,  initialed  by  a  responsible  individ¬ 
ual,  and  kept  for  1  year  after  all  the 
lab^  from  that  batch  have  been  used. 

(3)  In  those  Instances  where  medi¬ 
cated  feeds  are  distributed  In  bulk,  com¬ 
plete  labeling  shall  accompany  the  ship¬ 
ment  and  be  supplied  to  the  consignee 
at  the  time  of  delivery.  Such  labeling 
may  consist  of  a  placard  or  other  labels 
attached  to  the  Invoice  or  delivery  ticket, 
or  manufacttu%r*s  Invoice  that  Identifies 
the  medicated  feed  and  includes  ade¬ 
quate  information  for  the  safe  and  effec¬ 
tive  use  of  the  medicated  feed. 

(4)  Label  stock  shall  be  reviewed  peri¬ 
odically  and  discontinued  labels  shall  be 
discarded. 

Subpart  E — Records  and  Reports 

§  225.102  Master  record  file  and  pro¬ 
duction  records. 

(a)  The  Master  Record  File  provides 
the  complete  procedure  fm:  manufactur¬ 
ing  a  specific  product,  setting  forth  the 
formulation,  theoretical  yield,  manufac¬ 
turing  proc^Tues,  assay  requirements, 
and  labeling  of  batches  or  production 
nins.  The  iMroductimi  record  (s)  includes 
the  cmnplete  history  of  a  batch  or  pro¬ 
duction  nm.  This  record  includes  the 
amounts  of  drugs  used,  the  amount  of 
medicated  feed  manufactured,  and  pro- 
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Tides  a  check  for  the  dally  Inventory  rec¬ 
ord  of  (bw  componentB. 

(b)  The  Master  Record  FQe  and  pro¬ 
duction  records  shall  comidy  with  the 
following  provisions: 

(I)  A  Master  Record  File  Shan  be  pre¬ 
pared.  (diecked,  dated,  and  signed  or  ini¬ 
tialed  by  a  qualified  person  and  shall  be 
retained  for  not  less  than  1  year  aftw 
production  of  the  last  batch  or  produc¬ 
tion  run  of  medicated  feed  to  which  it 
pertains.  The  Master  Record  Fhe  or  card 
shall  include  at  least  the  following: 

(1)  The  name  of  the  medicated  feed. 

(II)  The  name  and  weight  parentage 

or  measure  of  each  drug  «r  drug  combi¬ 
nation  and  each  nondrug  ingredient  to 
be  used  in  manufacturing  a  stated  wdght 
of  the  medicated  feed.  * 

(ill)  A  copy  or  description  of  the  labd 
or  labdlng  that  win  accompany  the  med¬ 
icated  feed. 

(hr)  Manufacturing  Instructions  or 
reference  thereto  that  have  been  deto*- 
mlned  to  yidd  a  pr(«)erly  mixed  medi¬ 
cated  feed  the  specified  formula  fm: 
each  medicated  feed  produced  on  a  batch 
or  contlnuom  opera^n  basis,  including 
mixing  steps,  mixing  times  and.  in  the 
case  of  medicated  feeds  produced  by  con¬ 
tinuous  mtxluctlon  run,  any  additional 
manufacturtaig  directions  including, 
when  indicated,  the  settings  of  equip¬ 
ment. 

(v)  Appreciate  control  directions  or 
r^erence  thereto,  including  the  manner 
and  frequency  of  collecting  the  required 
number  oi  samples  for  ^?ecifled  labma- 
te^  assay.  ' 

(2)  The  original  production  record  or 
copy  thereof  shall  be  prepared  by  quali¬ 
fied  personnd  fcM*  each  batch  or  run  oi 
medicated  feed  produced  and  shall  be 
retained  on  the  premises  for  not  less  than 
1  year.  The  production  record  shall  in¬ 
clude  at  least  the  following: 

(i)  Product  idenUfleation.  date  of  pro- 
duettem,  and  a  written  oidorsement  in 
tile  form  of  a  signature  or  initials  by  a 
responsible  IndlvlduaL 

(ii)  The  quantity  and  name  drug 
components  used. 

(iii)  The  theoretical  quantity  of  medi¬ 
cated  feed  to  be  produced. 

(tv)  The  actual  quantity  of  medicated 
feol  produced,  in  those  instances  where 
the  finished  feed  is  stored  in  bulk  and 
actual  yield  caxmot  be  accurate  deter¬ 
mined.  the  firm  shall  estimate  the  quan¬ 
tity  produced  and  provide  the  basis  for 
such  estimate  in  the  Master  Record  FQe. 


(3)  In  the  case  of  a  custom  formula 
feed  made  to  the  qpecificatlons  of  a  cus¬ 
tomer,  the  Master  Record  File  and  pro¬ 
duction  records  required  by  this  section 
shall  consist  either  of  such  records  or 
oi  coptos  oi  the  customer's  purchase  or¬ 
ders  and  the  manufacturer’s  invoices 
bearing  the  information  required  by  this 
section.  When  a  custom  order  is  received 
by  tdei^one,  the  manufacturer  shall 
prepare  the  required  productiem  records. 

(4)  Batdi  production  records  Shan  be 
diecked  by  a  responsible  individual  at 
the  end  of  the  working  day  in  sdilch  the 
product  was  manufactured  to  determine 
vhether  an  required  production  steps 
have  been  performed.  If  significant  dis¬ 
crepancies  are  noted,  an  investigation 
shan  be  instituted  immediately,  and  the 
production  record  shaU  deserfl^  the  cor- 
rective  action  taken. 

(5)  Each  batch  or  production  run  of 
medicated  feed  shafl  be  identified  with 
its  own  individual  batch  or  production 
run  number,  code,  date,  or  other  suitable 
identification  applied  to  the  label,  pack¬ 
age.  invoice  or  shipping  document.  This 
identification  shall  permit  the  tracing  of 
the  complete  and  accurate  manufaettur- 
ing  history  of  the  product  by  the 
manufacturer. 

§  225.110  Dktribation  records. 

(a)  Distributiem  records  permit  the 
manufacturer  to  relate  complaints  to 
specific  batches  and/or  production  runs 
of  medicated  feed.  This  information  may 
be  helpful  in  instituting  a  recall. 

(b)  Distribution  records  for  each  ship¬ 
ment  of  a  medicated  feed  shall  comply 
with  the  following  provisions: 

(1)  Each  distribution  record  shall  in¬ 
clude  the  date  of  shipment,  the  name  and 
address  of  purchaser,  the  quantity 
shipped  and  the  name  of  the  medicated 
feed.  A  lot  or  ccmtrol  number,  or  date  of 
manufacture  or  other  suitable  identifi¬ 
cation  shall  appear  an  the  distribution 
record  or  the  labqi  issued  with  each  ship¬ 
ment. 

(2)  The  originals  or  copies  of  the  dis¬ 
tribution  records  diall  be  retained  on  the 
premises  for  ix>t  less  than  one  year  after 
the  date  of  shipment  of  the  medicated 
feed. 

S  225.115  Complaint  files. 

(a)  Cmnplalnts  and  report^of  experi¬ 
ences  of  product  defects  relative  to  tho 
drug’s  efficacy  or  safety  may  provide  an 
indicator  as  to  whether  (Mr  not  medicated 
feeds  have  been  manufactured  in  con¬ 


formity  with  current  good  xxumufactur- 
Ing  practices.  These  complaints  and  ex¬ 
periences  may  reveal  the  existence  of 
manufacturing  problems  not  otherwise 
detected  through  the  normal  quality  cem- 
trol  procedxues.  Tlmdy  and  appn^riate 
follow-up  action  can  serve  to  correct  a 
problem  and  mlnimfaie  future  problems. 

(b)  The  medicated  feed  manufacturer 
shall  maintain  on  the  premises  a  file 
which  contains  the  following  informa¬ 
tion: 

(1)  The  original  or  copy  of  a  record 
of  each  oral  and  written  complaint  re¬ 
ceived  relating  to  the  safety  and  effec¬ 
tiveness  of  the  product  produced.  The 
record  shall  include  the  date  of  the  com¬ 
plaint,  the  complainant’s  name  and  ad¬ 
dress,  name  and  lot  or  contred  number  or 
date  of  manufacture  of  the  medi(Mited 
feed  involved,  and  the  specific  details  of 
the  complaint.  This  record  shall  also  in¬ 
clude  an  correspondence  fr(»n  the  com¬ 
plainant  and/or  memoranda  of  (M>nversa- 
tions  with  the  complainant,  and  a  de¬ 
scription  of  tdl  Investigatkms  made  by 
the  manufacturer  and  of  the  method  of 
disposition  of  the  complaint. 

(2)  For  medicated  feeds  re<iuiring  an 
approved  Medicated  Feed  At^)llcation 
(Form  FD-1800) ,  records  and  rep<»*ts  of 
clinical  and  other  experience  with  the 
drug  shall  be  maintained  and  ra>orted, 
appropriately  identified  with  the  num- 
ber(s)  of  the  Form  FD-1800  to  which 
they  relate,  to  the  Bureau  of  Veterinary 
Medicine,  5600  Fishers  Lane,  Rockville, 
MD  20857,  in  duplicate,  pursuant  to 
S  510.301  of  this  chapter. 

Effective  date:  This  regulation  shall 
become  effective  December  30, 1976. 

(Secs.  601,  613,  701(a).  63  Stat.  1049-1060  as 
amended,  1068,  SS  Stat.  84S-S61  (21  UA.C. 
361,  S60b.  871(a)).) 

The  Food  and  Drug  Administration 
has  determined  that  this  document  does 
not  contain  a  major  pn^iosal  requiring 
preparatkm  of  on  Inflation  Impact  state¬ 
ment  under  Executive  Order  11821  and 
OMB  Circular  A-107.  A  corty  at  the  im¬ 
pact  assessment  is  on  file  vrlth  the  Hear¬ 
ing  Clerk,  Food  and  Drug  Administra¬ 
tion. 

Dated:  November  17,4976. 

Shebwxn  Oardnek, 

^  Acting  Commissioner 
of  Food  and  Drugs. 
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